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The meeting was called to order by the Acting Chairman. The agenda as
circulated was followed. Materials handed out to participants formed
the primary basis for discussion during the course of the meeting. The
entire meeting was devoted to review of information on influenza, the
influenza vaccine clinical trials, and development of recommendations on
influenza vaccines.

A brief summary of influenza activity at the present time was presented.
There has been no influenza activity in the United States since the pre-
vious meeting. Both H3NZ and HIN1 strains have been reported from Argentina
and Brazil; HIN1 influenza has been recovered from Chile, and H3N2 from
Ecuador. There are as yet no reports of significant influenza activity in
the southern hemisphere outside of the Americas.
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The present status of the proposed influenza immunization program was
discussed. A formal proposal has been presented to Congress and hearings
have been held before 3 of the 4 affected committees. Final actions

were expected by Congress within the next 4-8 weeks.

Review of data regarding the occurrence of Guillain-Barre syndrome and
influenza vaccine in Ohio had suggested a significantly higher associa-
tion with one particular lot of vaccine than with others used in Ohio.
National data regarding the occurrence of GBS and particular lots of
vaccine were reviewed. The lots varied in size from about 60 thoisand
doses to over 1 million doses. Of the more than 150 lots of vaccine
which were used in the swine influenza program, approximately one-third
had no cases of GBS associated. Among other lots there was wide varia-
tion in the number and rate of cases reported. However, this variation
did not differ significantly from what would have been expected by random
chance. That is, there were no obvious "hot lots."

The Committee was presented with findings of a group of outside consult-
ants who had recently been asked to review the CDC's approach to measuring
excess mortality and to comment on its utility and validity. The con-
sultants concluded that there was continuing merit in measuring excess
mortality associated with influenza and recommended that attempts be made
to improve the means of calculating expected mortality and validating the
data.

There was then a presentation on the use of micrograms of hemagglutinin
protein as a standard measurement of vaccine content compared to previous
measurements using chick cell agglutinating units. Because there is not

a straight-line correlation between microgram hemagglutinin content and
CCA unit strength, it is not possible to make a single statement regarding
conversion from one potency measuring system to the other. Data were then
presented indicating that the neuraminidase activity of the A/USSR antigen
is 4-15 fold lower than that of the A/Texas antigen.

Attention then turned to the design, conduct, and results of the field
trials. Initial design considerations indicated that, in order to make

the most detailed analysis of all possible combinations of vaccine type,
dosage, manufacturer, and age group, a total of more than 4,000 wvolunteers
in the civilian population would be desired. Since the military was con-
sidering even different dosage levels, 450 military volunteers were desired.
At the time of the meeting, a total of 2,066 individuals (including 134 in
the military) had been enrolled in the clinical studies. The clinical
trial protocols involved drawing a pre-vaccination serum, administering
vaccine, drawing a second serum 4 weeks later, and administering a second
dose of vaccine, and drawing a third serum 2 weeks after the second dose

of vaccine. The field trials began in April and were -ongoing at the time
‘of the meeting. All sera obtained from patients were tested at CDC. Anti-
body titers to A/USSR were tested with both whole virus (traditional) and
an ether—treated '"split" virus. Data were then presented indicating the
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antibody response of individuals infected with A/USSR as determined using
these techniques. Generally speaking, the levels detected with the split-
virus test were approximately 1 dilution higher than those with using the
old whole-virus test.

Data from the field trials indicated that, for those 26 years of age and
older, a single dose containing 7 micrograms of each of the 3 antigens

would give a satisfactory antibody response (70-90%) with systemic reactions
to the vaccine at a level not significantly different from that in the

placebo group. For the 13-25 age group, the data indicated that 2 doses

would be necessary and that 20 micrograms of the A/USSR antigen were superior
to 7 micrograms in producing antibodies at a titer of 1:40 or greater. Data
presented on children under 13 years of age were quite limited, and the
Committee did not feel that the data were adequate to make a firal recommenda-
tion about dosage.

Presentations were made of data from field trials carried out by Parke Davis
company, by the Armand Frappier Institut of Montreal, and in the United
Kingdom. In general, these data indicated the need for 2 doses of A/USSR
vaccine for those less than 26 years of age and that a single dcse at
essentially any dosage level in those 26 years of age or older wculd yield
satisfactory antibody levels. In an outbreak of A/USSR in asthmatic
children in Denver, the attack rate was quite high (67% in one tuilding),
but the character of the illness was relatively mild. At Lowry Air Force
Base there was a sharp outbreak of influenza due to A/USSR which appeared
only in recruits and not in the permanent staff. Limited data in younger
individuals at Lowry indicated that 60 micrograms of A/USSR ant:gen in a
single dose would give a fairly good serologic response. whereas a single
dose of 20 micrograms would not.

The question of availability of influenza vaccine was then discussed. Rep-
resentatives of 2 vaccine manufacturers, without committing themselves
officially, indicated that vaccine stock had already been made, and that

this stock would be adequate to produce as much vaccine as would reasonably

be required at a 7-microgram dosage level, but that there would be substantial
problems in providing adequate numbers of doses if everyone required a
20-microgram dosage level.

There was general agreement that a single dose of the trivalent vaccine
containing 7 micrograms each of the 3 antigens would be adequatz for those

26 years of age and over. For those under 26, it was agreed that the vaccine
should contain 20 micrograms of A/USSR and 7 micrograms each of the other

2 vaccines and should be given twice.

Prior to adjournment, Drs. Stallones and Hayes were asked to review informa-
tion about influenza and influenza vaccine in pregnancy, particularly in
view of a letter submitted by Dr. Stephen Schoenbaum on the subject;
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Dr. Russéll Alexander was asked to chair a small group to review the
sections of the Preliminary Recommendations dealing with "Influenza
Vaccine for 1978-79" and "Vaccine Usage;'" and Dr. Jay Sanford was asked
to chair a small group to address the subject of "gide Effects."

The meeting was reconvened at 8:30 a.m. on July 7. The first item

of discussion was whether or not data were adequate to make final rrecom-
mendations for those under the age of 13. It was decided that, since

data on a much higher proportion of the 280 children now in the study
would be available in approximately 2 weeks, a subcommittee would review
the data as soon as they become available. Given these circumstances,

it would be necessary to postpone issuance of a final statement until

the MMWR issue of August 4, 1978. Drs. Karzon, Mortimer, Wilcox, Vernon,
and Kilbourne agreed to serve on a subcommittee to review data on children
as soon as they become available.

Discussion then turned to whether whole or split virus vaccine ougnt to
be recommended for those between the ages of 13 and 25. A special print-
out of results from the clinical trials was obtained and indicated no
difference in reaction rates for younger individuals between whole and
split virus products. It was, therefore, the consensus that either whole
or split virus products could be used for those between 13 and 25 years
of age.

General and specific discussion of the draft statements ensued with the
result that many proposed revisions were indicated and given to the Acting
Executive Secretary and Acting Chairman for circulation to the group.

General discussion then followed as to whether or not the traditional
recommendation as to "high risk groups' were appropriate. Dr. John Fox
was of the opinion that ultimately we ought to aim at reducing morbidity,
not just mortality, and therefore influenza immunization programs ought

to aim at annual influenza immunization of virtually the entire pcpulation.
Dr. Morris stated that he would not recommend that this vaccine be used
for anyone. Dr. Vermon stated that the data indicated that the vaccine

is safe and effective and that the question is, who should most appro-
priately receive it. Dr. Osborn pointed out that the Secretary's

January 30 conference recommended a priority listing of the entire popula-
tion with no absolute cut-off of individuals who should or should not
receive vaccinations. Dr. Meyer then indicated that repeated conferences
had come to the view that influenza vaccine was "acceptably safe" and
"acceptably effective.”

It was then agreed that a draft "Final Statement" minus the specific
recommendations for those under age 13 would be circulated to Comnittee
members within the week; that the aforementioned subcommittee wou..d review
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data on those under 13 as soon as they became available; and that every
effort would be made to issue a final statement in the August 4 issue
of MMWR.

The meeting adjourned at 12:00 noon on July 7, 1978.
I hereby certify that, to the best

of my knowledge, the foregoing summary
of minutes is accurate and complete.
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Acting Executive Secretary  Date




